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***** Weekly Intermittent Treatment: Caution

by John S. James

Press reports from the Durban conference mentioned a trial in 
Dr. Fauci's group at the U.S. National Institutes of Health 
in which antiretroviral treatment was given one week on and 
one week off. Physicians are concerned that some patients may 
try this without medical advice--which could be very harmful.

It was not clear enough from the news reports that these 
patients were highly selected for the trial because their 
virus had already been very well suppressed by antiretroviral 
treatment. The idea was to reduce drug side effects by 
reducing the total amount of drugs used, taking advantage of 
the fact that when HIV is so well controlled, it does not 
come back at all in the first week after the drugs are 
stopped (or comes back just a little). Therefore, during the 
time off treatment, there was little or no viral replication 
to lead to resistance development. And before the virus could 
come back, the drugs were started again.

But the situation would be entirely different for patients 
whose virus has not been very well suppressed, because then 
much replication could take place during each week off 
treatment, while low drug levels were still in the body--
excellent conditions for the development of viral resistance.

Another reason for caution is that this report was from only 
five patients, who have only been treated 14 weeks (seven on-
off cycles) so far. Also, in a research setting, patients can 
be tested to make sure that their virus is indeed not 
replicating during the time off the drugs.

Clearly this strategy is important for research--but not at 
all ready for general use. Dr. Fauci warned "that many 
questions remain to be answered, including whether drug 
resistance will develop, and what the ultimate clinical 
course of patients receiving structured intermittent therapy 
will be. It is essential that these and other issues related 
to treatment interruptions be addressed before intermittent 
HAART can be recommended to an individual patient outside the 
setting of a controlled clinical trial."


***** Selenium: Important New Review of Health Findings

by John S. James

Selenium is a mineral which is essential in human nutrition 
in very small amounts (larger amounts are toxic). New 
research, much in the last five years, is finding that 
selenium deficiency may be involved in many important 
diseases, including HIV. The fact that this mineral has been 
the subject of irresponsible promotion as a cure-all must not 
blind us to the real possibilities that proper 
supplementation may have value in disease prevention and 
treatment.

A major literature review(1) published this month in THE 
LANCET offers a credible overview what is known and not known 
at this time on selenium and human health. We were surprised 
by the strength of the case for more attention to 
supplementation as a possible treatment--a medical 
intervention which would cost essentially nothing, so it 
could be available anywhere in the world.

Here are some quotes from the review (we did not include the 
references from the original). Note that all measurements are 
in micrograms, because of the very small amounts of selenium 
used in human nutrition --about a thousand times less than 
the dose of most AIDS drug.

* Concerning immune functions: "Supplementation with 
selenium, even in 'selenium-replete' individuals, has marked 
immunostimulant effects, including an enhancement of 
proliferation of activated T cells (clonal expansion). 
Lymphocytes from volunteers supplemented with selenium (as 
sodium selenite) at 200 micrograms per day showed an enhanced 
response to antigen stimulation and an increased ability to 
develop into cytotoxic lymphocytes and to destroy tumor 
cells. Natural-killer-cell activity was also increased. 
Supplementation resulted in a 118% increase in cytotoxic-
lymphocyte-mediated tumor cytotoxicity and an 82% increase in 
natural-killer-cell activity compared with baseline."

* Concerning HIV: "Selenium seems to be a crucial nutrient 
for HIV-infected individuals. It is a potent inhibitor of HIV 
replication in vitro... More than 20 papers report a 
progressive decline in plasma selenium in parallel with the 
on-going loss of CD4 T cells in HIV-1 infection. This decline 
in selenium occurs even in early stages of disease when 
malnutrition or malabsorption cannot be a factor. In fact, 
plasma selenium is a strong predictor of the outcome in HIV 
infection. Baum and colleagues showed that selenium-deficient 
HIV patients are nearly 20 times more likely (p<0.0001) to 
die from HIV-related causes than those with adequate 
levels... Baum and colleagues showed that low plasma selenium 
is a significantly greater risk factor for mortality than low 
helper-T-cell count, by a factor of 16, and confers a more 
significant risk than deficiency of any other nutrient 
investigated."

* Hepatitis: "Selenium also appears to be protective in 
individuals infected with hepatitis virus (B or C) against 
the progression of the condition to liver cancer."

* Pancreatitis: "In a small controlled trial in Rostock, 
Germany, intravenous administration of selenium to patients 
with acute necrotising pancreatitis reduced mortality from 
89% in controls to zero in the treatment group."

* Cancer: Various studies have found more cancer or cancer 
deaths in persons with low selenium levels. For example, in a 
prospectively followed cohort of 34,000 men, "those in the 
lowest quintile [fifth] of selenium status, as measured by 
toenail selenium, were found to have three times the 
likelihood of developing advanced prostate cancer as those in 
the highest quintile (p for trend=0.03). Only cases diagnosed 
more than 2 years after collection of the samples were 
counted." [The reason for not counting earlier cases is to 
avoid confusion due to the possibility that the illness 
itself might cause the low selenium levels through poor 
intake, absorption, or metabolism of food.]

* Other research has found effects of correcting selenium 
deficiency on mental status, tiredness, and mood--and 
possibly on cardiovascular disease, although findings here 
have been mixed, perhaps because some of the trials included 
very few people with selenium deficiency.

* And a warning: "We must be careful not to encourage 
overconsumption of selenium supplements. While an intake of 
selenium of around 15 micrograms/kg bodyweight per day is 
thought to be without prolonged impact on human health, it 
must be remembered that selenium is a toxic mineral with a 
fairly small therapeutic window. In some sensitive 
individuals, the maximum safe dietary intake may be as low as 
600 micrograms per day. It would therefore seem prudent to 
restrict adult intake from all sources to an upper limit of 
400-450 micrograms/day as recommended by several expert 
panels."

Persons considering supplementation should note that the 
multivitamins they are taking may already include selenium--
in addition to their dietary intake, which tends to be higher 
in the U.S. than in many countries.

Comment

There is no clear agreement on how to supplement with 
selenium--exactly who should use it, how much, or in what 
form. (In the research, selenium has been supplied both as 
inorganic forms such as selenate or selenite, and organic 
forms such as selenomethionine, or as selenium yeast.) Trials 
are ongoing, including at least two in HIV. But major 
uncertainties will remain.

We need more attention on rational ways to make decisions 
based on the incomplete information available now. Most 
professionals like to have definite proof, and are reluctant 
to prepare guidelines or recommendations based in part on 
reasonable guess. The frequent result is recommendations 
which are much too conservative, or none at all--leaving the 
field to self-medication and a few self-taught experts, or to 
medical promoters or cultists. There should be widely 
discussed nutritional guidelines for persons with HIV, 
updated at least once a year--as with guidelines for 
antiretroviral drug therapy.

Selenium levels in diet vary greatly by geography, because of 
the different amounts of the mineral in the soil where crops 
are grown. For example, diets are deficient in many areas of 
Western Europe, and of Africa. (Finland was especially 
deficient, and supplemented its food supply by adding 
selenium to fertilizer, starting in 1984). It seems possible 
that region-specific, sophisticated recommendations on 
nutritional and other low-cost interventions could make 
major, cost-effective contributions both to treatment and 
prevention, benefiting those already infected and slowing the 
spread of the epidemic.
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***** Access to Treatment Worldwide: From Talk to Action at 
Durban

by John S. James

Today more than 90% of people with HIV or AIDS have no access 
to modern medical care for this condition; the most prominent 
but not the only obstacle is price. Much more happened on 
this issue during the Durban conference (the XIII 
International AIDS Conference, July 9-14, 2000) than ever 
before. Some highlights:

* MSF (Medecins Sans Frontieres, also known as Doctors 
Without Borders, which made news earlier this year for 
winning a Nobel prize for its work) studied drug prices 
internationally and talked to generic manufacturers in Brazil 
and Thailand, and learned that the drug price for certain 
modern antiretroviral combination treatments could be reduced 
to as little as $200 per year in developing countries, 
assuming large-scale production (all prices in this article 
are in U.S. dollars). At this price, treatment could be 
feasible in most of the world through private and/or public 
funding.

$200 per year is about a tenth of the "85% reduction" price 
from the recently announced public-private partnership of 
UNAIDS and major pharmaceutical companies. It is also much 
less than current generic prices in countries which allow 
generic competition with antiretrovirals, all of which are 
patented in their country of origin (although not in many 
developing countries). These higher generic prices reflect 
much smaller production runs, which must recoup high set-up 
costs.

MSF also noted that there are precedents for great price 
differences in essential drugs between developing and 
wealthier nations. For example, oral polio vaccine costs 33 
times less for international health organizations than the 
price the U.S. government pays--which is a fraction of the 
catalog price which an individual in the U.S. would pay. (By 
suggesting widely different prices we do not mean to imply 
that U.S. proprietary drug prices should not be reduced--only 
that they do not need to be reduced to 2% or 3% of current 
levels, the prices viable for many African or other 
developing countries.)

$200 per year for antiretroviral combinations would not pay 
for research to develop the next generation of drugs. But the 
current situation, where people in poor countries are left to 
die without standard treatments, does not pay for this 
research either.

The $200 per year figure provides a target to work toward, 
and a place to begin in planning for making treatment access 
more available. It allows work to begin on providing simpler 
treatments (including opportunistic infection prophylaxis, 
nutritional improvement, clean water, and other approaches)--
without the issue of accepting a lower standard of care (no 
antiretrovirals regardless of medical need) for the 
developing world.

The full report (Campaign for Access to Essential Medicines. 
HIV/AIDS MEDICINES PRICING REPORT. SETTING OBJECTIVES: IS 
THERE A POLITICAL WILL? by Carmen Perez-Casas with co-
authors Daniel Berman, Pierre Chirac, Toby Kasper, Bernard 
Pecoul, Isabelle de Vincenzi and Tido Von Schoen-Angerer) 
is available at http://www.accessmed-msf.org (or see 
http://www.msf.org). It was released by MSF on the 
opening day of the conference, July 9.

* Brazil is now providing antiretroviral treatment to over 
80,000 patients, through generic production within the 
country. But before the Durban conference, its success was 
not completely known internationally, even to specialists. 
Generic production has resulted in a price drop of almost 
80% within the last five years.

* At the Durban conference, ACT UP Paris organized a meeting 
between health ministers and generic manufacturers. We could 
not attend as it was closed to the press so that participants 
could speak freely, but we heard that it was very successful, 
with the beginnings of a bargaining dialog on potential drug 
purchases.

* Also, this conference highlighted a shift in thinking on 
prevention. Many have feared that treatment would take 
resources away from prevention, which could save many more 
lives per dollar spent. Now there is growing agreement that 
prevention is indeed the most important, but also that 
treatment must be possible for prevention to work, as 
otherwise people have no incentive to be tested.

* Several major pharmaceutical-company donation programs were 
announced at the time of the conference. Boehringer Ingelheim 
said that it would donate nevirapine for preventing 
transmission from pregnant women to their children. Merck & 
Company and the Gates Foundation announced a $100 million 
five-year program for Botswana. Abbott will donate 
financially to four countries, two of them in Africa 
(Tanzania and Burkina Faso).

* On July 17 the Treatment Action Campaign (TAC) announced a 
"defiance campaign" to import fluconazole, an important 
antifungal, into South Africa, from countries where it is 
many times cheaper. For more information see the TAC Web 
site, http://www.tac.org.za/

* The July 9 rally and march in Durban just before the 
conference, mostly by Africans, showed that the movement for 
treatment access is developing broad public appeal in Africa, 
not limited to AIDS specialists and activists. Organized 
primarily by TAC, the march drew between 2,000 and 5,000 
participants--apparently the largest AIDS march ever in 
Africa.

Before the conference, if a health minister from a developing 
or least-developed country wanted information on how to move 
toward access to HIV treatment, it was difficult to know 
where to begin. Now the path is more clear.

From the MSF Report

* "Solely because of the price change [of fluconazole, from 
$7.00 per capsule to 30 cents when generic production was 
allowed], cryptococcal meningitis has become a treatable 
illness in Thailand."

* "Nowadays, it costs an HIV/AIDS patient living in Thailand 
$9 per month to prevent cryptococcal meningitis, a life-
threatening disease. But if this person happens to be in 
South Africa, he/she will pay $123 per month for the same 
product supplied by the public sector (nearly 14 times more). 
To purchase this same drug from the private sector would cost 
71.4 times more."

* "One of the most striking examples of what is possible 
comes from Brazil. Locally produced antiretrovirals are sold 
at a fraction of their global price. A generic form of 
zidovudine (AZT) is 14 times cheaper in Brazil than in the 
U.S."

* "In Brazil where [ddI and d4T] are produced locally as 
generics, the total monthly cost of dual therapy combination 
is the cheapest at $78 per month, followed by Thailand, where 
both products are also available locally as generics, at $96 
per month. In Uganda, where no generics are available, the 
total cost comes to $342 per month..."

* "Mechanisms to reduce the cost of HIV/AIDS treatment:

"1. Role of generics. The most recent patent on all products 
in this report [which included 6 antiretrovirals, but no 
protease inhibitors] was granted for efavirenz on 17 August 
1992, before many developing countries put their patent 
systems into effect. This means that practically speaking, 
generic versions of all these products could be made 
available today in a significant number of developing 
countries; countries only need to identify quality affordable 
suppliers and register these products with regulatory 
authorities. However, patent status is a national issue and 
needs to be researched on a country-by-country basis.

"2. Intellectual property rights: Public health safeguards. 
Since the creation of the World Trade Organization (WTO) in 
1994, and the completion of the Trade Related Aspects of 
Intellectual Property Rights (TRIPS) Agreement, more and more 
countries (WTO had 137 member states as of 14 June 2000) are 
obligated to grant 20 year patent protection for drugs. 
According to the TRIPS agreement, this minimum standard must 
be enshrined in national law by 2006 in all signatory 
countries. Developing countries had a deadline of January 
2000, with some exceptions, while least developed countries 
have until 2006 to change national laws. In practical terms 
this means that poor countries will soon lose access to 
affordable life-saving medicines unless they write TRIPS 
safeguard provisions into their national laws..." [The report 
discusses three major safeguards: compulsory licensing, 
parallel imports, and "Bolar" provisions (which allow generic 
manufacturers to prepare their manufacturing process and 
regulatory approvals before a patent expires, so that their 
product can be ready to market at the time of expiration).]

* The report includes seven recommendations. The first one 
is:

"Governments from both developed and developing countries, 
WHO, UNAIDS, NGOs, with the input of both proprietary and 
generic pharmaceutical companies, should work together to 
find sustainable solutions for countries that do not have 
adequate access to life-saving and other key medicines."


***** Selenium: African Studies Reported at Durban

by John S. James

As usual, the International Conference on AIDS this year was 
weak on nutrition, but there was information in scattered 
abstracts and presentations. A search for 'selenium' found 
three abstracts, two of which concerned nutrition.

"Selenium deficiency is associated with shedding of HIV-1 
infected cells in the female genital tract," by J. Baeten, S. 
Mostad, M. Hughes and others, abstract #MoOrA226, reported 
finding selenium deficiency in 11% of 318 women studied in 
Kenya. They found that the deficiency was associated with "a 
nearly 3-fold increased likelihood of shedding of genital 
mucosal HIV-1 DNA, suggesting that deficiency may increase 
the infectiousness of women with HIV-1." They suggested 
further study of nutritional approaches to reducing HIV 
transmission.

"Nutritional determinants of CD4+ T-cell counts in 
Ethiopians: a possible role for selenium?" by A. Cherinet, 
C.E. West, P. Versloot and others, abstract #MoPpB1016, 
reported that in HIV-positive Ethiopians, selenium levels 
were lower for those with more advanced HIV disease (as 
indicated by lower CD4 count). But in those who were HIV 
negative, higher selenium levels were found in those with 
lowest CD4 counts, for unknown reasons. The authors noted 
that Ethiopians generally have lower CD4 counts than 
international norms, also for reasons which are not known.


***** "HIV" Controversy: Nelson Mandela's Call to End Dispute

The following is the beginning of the closing address of 
Nelson Mandela, former president of South Africa, at the XIII 
International AIDS Conference, Durban July 14, 2000. He was 
repeatedly applauded by the delegates.

"To have been asked to deliver the closing address at this 
conference which in a very literal sense concerns itself with 
matters of life and death, weighs heavily upon me for the 
gravity of the responsibility placed on one.

"No disrespect is intended towards the many other occasions 
where one has been privileged to speak, if I say that this is 
the one event where every word uttered, every gesture made, 
had to be measured against the effect it can and will have on 
the lives of millions of concrete, real human beings all over 
this continent and planet. This is not an academic 
conference. This is, as I understand it, a gathering of human 
beings concerned about turning around one of the greatest 
threats humankind has faced, and certainly the greatest after 
the end of the great wars of the previous century.

"It is never my custom to use words lightly. If twenty-seven 
years in prison have done anything to us, it was to use the 
silence of solitude to make us understand how precious words 
are and how real speech is in its impact upon the way people 
live or die.

"If by way of introduction I stress the importance of the way 
we speak, it is also because so much unnecessary attention 
around this conference had been directed towards a dispute 
that is unintentionally distracting from the real life and 
death issues we are confronted with as a country, [applause] 
a region, a continent and a world.

"I do not know nearly enough about science and its 
methodologies or about the politics of science and scientific 
practice to even wish to start contributing to the debate 
that has been raging on the perimeters of this conference.

"I am, however, old enough and have gone through sufficient 
conflicts and disputes in my lifetime to know that in all 
disputes a point is arrived at where no party, no matter how 
right or wrong it might have been at the start of that 
dispute, will any longer be totally in the right or totally 
in the wrong. Such a point, I believe, has been reached in 
this debate.

"The President of this country is a man of great intellect 
who takes scientific thinking very seriously and he leads a 
government that I know to be committed to those principles of 
science and reason.

"The scientific community of this country, I also know, holds 
dearly to the principle of freedom of scientific inquiry, 
unencumbered by undue political interference in and direction 
of science.

"Now, however, the ordinary people of the continent and the 
world--and particularly the poor who on our continent will 
again carry a disproportionate burden of this scourge--would, 
if anybody cared to ask their opinions, wish that the dispute 
about the primacy of politics or science be put on the 
backburner and that we proceed to address the concerns of 
those suffering and dying. And this can only be done in 
partnership. [applause]

"I come from a long tradition of collective leadership, 
consultative decision-making and joint action towards the 
common good. We have overcome much that many thought 
insurmountable through an adherence to those practices. In 
the face of the grave threat posed by HIV/AIDS, we have to 
rise above our differences and combine our efforts to save 
our people. [applause] History will judge us harshly if we 
fail to do so now, and right now." [applause]
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